H{

19
F} NOE spectrum of compound 1 recorded using a 3.5 s recycle delay is virtually identical to a spectrum recorded using an 8 s recycle delay (>5 times the longest T 1 ).
As the shorter recycle delay saves more than a factor of two in data collection time, it was employed throughout. The A modified version of the sequence was used to record the NOE spectrum under selective inversion of the free and bound
F peaks. Since the exchange rate is nonzero between free and bound under the experimental conditions used here, it would be expected that the hexamer protons experience some transferred NOE from the free ligand when it is selectively inverted. Indeed this is what is observed as can be seen in Figure S3 . 
Structural Models for Complexes with Compounds 1-4. Structural models also
were calculated for the complexes formed between HI and compounds 2-4. In Figure   S4 , these models (panels B-D) are compared with the model for the complex with compound 1 (panel A). As was found for the complex with compound 1, these models are fully consistent with the 1 H{ 19 F} NOE difference spectra, which show NOEs to each of the three LeuB6, AsnB3 and PheB1 residues that form the walls of the HisB10 cavity. , green. Images created using Python Molecular Viewer.
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